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CfcilvriPr-A'l [{ OF TRANSMISSION 


I hereby cei'lify Uwit lliis corroipond 
indicntotl below nn<l is addressed ic 


eiicc is beiiifi iransmiucd by fncsimilc transmission to tbc United Sinlcs Pal eot nnd 1 radenwrV Office on Uie ctitle 
ihcA.^isUnt Commissioner for PalcnLs, Wiwhinplon. D.C. 20231. I'aeiimile No.: (703)746-5295 


Typed or Priiiled Ni^mc 
Sit^iiulure 




D»tc 


November 4, 2002 




Date: 
To: 



BOZICEVIC, FIELD & FRANCIS LLP 

200 Middleficid Road 
Suite 200 
Menlo Park, California 94025 
Telephone (650) 327-3400 
FacsiiTiile (650) 327-3231 

November 4, 2002 

Examiner ^'Neon'' Phuoiig Hugiib, Art Unit 1644 
United States Patent and Trademark Office 




Facsimile No.: (703) 746-5295 

From: Susan M. Alessi assisting 

James S, Keddie, Ph.D., Patent Agent 

Re: U.S, Patent Application No, 09/582,337 

Title: MONOCLONAL ANTIBODY AGAINST 
CONNECTIVE TISSUE GROWTH FACTOR AND 
MEDICINAL USES THEREOF 
InventoT(s): Taniatani etah 
Attorney Docket Mo.; SHIM-006 




Message: 

Please sec the following pages following this facsiinile transmittal cover sheet for 
our interview on Wednesday, November 6, at 3 p,m, 

• Informal Communication for Interview Purposes (10 pages) 

• Statement of Availability (2 pages) 

• Catalog Detail (3 pages) 

If there are any problems concerning the transmission for these documents please 
contact Susan M. Alessi at (650) 833-7714 or Via email at alcssi@bozpat.com. 
Thanks You! 

Total jiumbcr of pages, including this cover sheet: 16 

**Tlt*lH'W***-*Hf ********** ******* 

WAUNTNG: Tliis fncsmiilc message ai\d atxompanyinij documenbi arta intendod only for the use of the 3<^Jrc5.sco 
inilicatud abovu. reformation lhat i.i privilflg<?d or olherwi.';^ corfiflccn iol iviay tic COilM iiiOil Ihoroin. \i yOii r^rO i^Ot thti intended 
rt'cipiont, you are hereby rLOlifiod ll>:^t ony disscminaiioix copying, ruview or vise of the above nicssnge or the accompanying 
docuinenU is iUictly prohibited. If you havu roccivcd this mcjisagQ in ciTor^ plcasa notify u,-; inunocliaUjly hy Lolcphono or f.KSiniil*^ 
nnil imnM tho nri<'i7vil m; Hin nhr*vr> ^nlHrPM Than If vou. 
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Attorney Docket 
Confirmation No. 


SH1M006 
8342 


INFORMAL COMMUNICATION 
FOR INVERVTF-W PURPOSES 




Tflkiiva Tajuatani ct al. 


Application Number 


09/582,337 


Filing Date 


September 18. 2000 


Address to: 
Box AF 

Assistant Commissioner for Patents 
Washington, D.C. 20231 


Group Art Unit 


1644 


Examiner Name 


P. Huynli 


Title 


MONOCLONAL ANTIBODY 
AGAINST CONNECTIVE TISSUE 
GROWTH FACTOR AND MEDICINAL 
USES THEREOF 



Sir: 

Applicants representatives arc interviewing the above case with Exr. Phuong Huynh cm 
Wednesday 6'"' November, 2002 at 3pm. 

This informal eommiinication is to be used for interview purposes only. 

AMENDMENTS 





Tn thk Claims 

'I hc following Claim amendment is proposed: 



1 04. (Thrice Amended) A non-human monoclonal antibody or a portion thereof selected 
from the group consisting of F(ab')2, Fab, Fab', Fv, sFv, dsFv and dAb, which (a) binds to all of himian. 
mouse mii rut connective tissue growth factors (CTGFs) and (b) has the IgG isotypc. 



.1/ 



% 



,1 
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REMARKS UNDER 37 CFR g 1 .1 16 

Formal Mattel^ 

Claims 104-108, 121, 123, 127-135, and 142 are now pending in this application, following the 
present amendments. 

Claim 104 may been amended to more particularly point out iind distinctly claim the invention. 
The amcndmeiU to the claim was made solely in the interest of expediting prosecution, and is not to be 
construed as an acquiescence to any objection or rejection of any claim. 

Support for tlie proposed amendments may be found in the specification on page 32, line 22 to 
page 33, line 10, as originally filed. As such, no new matter is added by the amendments. 

Please replace claim 1 04 with the clean version provided above. 

Attached hereto is a marked-up version of the changes made to the claims by the current 
amendment. The attached is captioned '' VERSION WITH MARKINCS TO STfOW CHANGES 
MADE /' 

Applicants respectfully request reconsideration of the application in view of the remarks made 

herein. 

Kcicctions under 35 1J.SX> $ J 12, First Paragraph 
Enablement: 

Claims 104-108, 121, 123, 127-135 and 142 were rejected under 35 U.S.C, § 1 12, first paragraph, 
for containing subject matter which was not described in such a way as to enable one of skill in the art to 
make and use the invention. Specifically, the Office Action asserts that the specification does not provide 
any guidance as how to make and use the subject antibodies and, as such, the specification as filed fails to 
enable one skill in the art to practice the invention witliout undue experimentation. The Office Action 
further asserts that because the antibodies are not enabled by the specification, the subject labeled 
antibody, kits and insoluble carriers are also not enabled by the specification. 

The law is clear thar "[l]he test ofenablement is whether one reasonably skilled in the art could 
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make or use the invention from tlie disclosures in the patent coupled vvilh informaiion known in the an 
wilhoul undue experimentation.''^ 'llic Office is reminded that extensive experimentation may be 
performed, so long as the experimentation is routine, and that every species within a genus does not have 
to be operative for a claim to be fully enabled. 

The Applicants respectfully submit that the specification and the amended claims, coupled witli 
the information known in the art, would enable one of skill in the art to use the invention without undue 
experimentation. 

Siatemeni of Availahiliiy 

The Oflico indicates that deposit of hybridomas FERM BP-6208 and V\L?M 13P-6209, and the 
293-Tcell line arc required to satisfy the enablement requirement of claims 105-lOS, 127 and 155. 
^ A ''Statement of Availability* is attached hereto acknowledging the deposit criteria noted by the 

Examiner. Also, applicants have attached a copy of a catalog tliat shows details of the cell line available 
fr^)m ATCC. This copy serves as clear luid convincing evidence that the 293-T Cell line TS'"readily 
avHilablc to the public" as required by 37 CFR 1.802(b), The catalog details are available from the ATCC 
web site below. 

hUpy/phn^c.alcc.or£/ciii'bin/scart'hcnginc/longviL'w.cgi?vicw=^^^^ 

Since the deposit has been made under the tenns of the Budapest Treaty, claims directed to these 
deposits, e.g, claims 108 and 127 should be considered enabled. 

The spccificcuiort ptovides .sufficient of guidance 

The Oftice Action asserts that the speciiicaticm does not provide any guidance as to how to make 
and use antibodies that bind to the mouse, human and rat CTGF, 

Applicants have provided at least 9 working examples of IgG isotype non-human monoclonal 
antibodies that bind to human, mouse and rat CrGl^-s. For example, as in Fig.l of the present appliciition. 



' UwiiiclStom V. Tekctronlcs, Inc, 8 USPQ 2d 1217, 1233 (Fed. Cir. 1988), cert, denied, 490 U.S. 1046 (1989). See 
also, GGUCfireah hiv, v. Novo NortJisk, 42 UyPQ 2d lOOl (Fed. Cir. 1997), cert, denied, 522 U.S. 963 (1997); Scr/pps CHnic 
and Re^ieurch rovndathn v. Cencnlecii Inc., 18 USPQ 2d lOOl (Fed. Cir, 1991). 
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8-64-6 (PERM BP^6209), 8-86-2 (PERM BP-6208X 8-97-3, 8-149-3, 15-38-1, 17-)32, 24-53, 24-67 and 
2-228-1 have this cliaracteristic. A total of at least 5 monoclonal antibodies of this group of 9 CTGF 
binding non-human monoclonal antibodies inliibit the binding of human CTGF to human kidney-derived 
fibroblast cell line 293-T (e.g., 8-64-6, 8.86-2, 8-149-3, 17-132 and 2-228-1). As such, one of skill in the 
art, in order to produce, for example, hundreds of monoclonal antibodies that bind to human, mouse and 
rat CTGl' would merely have to repeat the protocol, as described in detail in Example 4 (<44> tJirough 
<4-13-3>), on pages 74-89 of the specification. As such, since the specification provides several working 
examples of subject monoclonal antibodies and has provided detailed guidance on how to produce more 
of such monoclonal antibodies, such antibodies would be made and used without any undue 
experimentation. 

In this respect it is notable that a sufficient number of tlie non-human monoclonal antibodies 
produced by the methods described in lixample 4 (<4- 1> through <4- 13-3>) bind to human, mouse and rat 
C TGr, and further that most of these antibodies have an inhibitoiy effect on the binding of C TGF and 
293-T cells. 

Antibody production i\ a maiure Ctrl 

Furthermore, Applicants assert that antibody production, in general, h a mature art in which the 
lev^cls of unpredictability ai-e low. 

Since their groundbreaking work on monoclona) antibody production by Kohler & Milstein in 
1 975, this art has advanced to such a point that antibodies are produced by one of skill in the art using very 
routine methodologies (for example, see Harlow ct al,. Aniibodies: A Laboratory Manual, First Fdiiion 
(1988) Cold vSpring Harbor, N.Y.). In fact, the "Synopsis of Application of Written Description 
Guidelines" (hereafter "Synopsis"; posted on the USPTO world wide website on March 1, 2000) supports 
this assertion. With respect to iuilibodies, the Synopsis states, on page 60, that "Tliis is a mature 
technology where ihe level is high and advanced". 

As such, since antibody production is a mature art, one of skill in the art needs little guidance in 
practicing these methods. 
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The specification proykkfi em enabling disclosure for ''a porlion of a monoclonal antibody 

The Office Action has stated that tliere is insufficient guidance a5 to which porlion ofa non-human 
monoclonal can inhibit the binding of human CTGl' to 293 ceils. 

Portions of an antibody are very well understood by one of skill in the art to mean antibodies that 
arc fragmcjits ofa full length antibody that still retain binding activity. In these cases the constant domain 
is usually at least partially deleted, thus leaving an antibody fragment thai can ijtill bind antigen. Making 
such antibodies (e.g. deleting certain amino acids from a full length antibody) is very well understood in 
the art, and is described in Ihe specification on page 32, line 22 to page 33, line 10. Further working 
examples of fragments of subject monoclonal antibodies are provided in Example 8, on page 103 line 29 
to 104 line 24, 

Solely for the interest of expediting prosecution, applicant propOsSes to amend pending claim 104 
so ns to more particularly point out "a portion" invention under the above support in the present 
application as originally filed. 

As such, in contrast to the assertions of the Office Action, the specification provides significant 
guidance as to a '"portion" of a monoclonal antibody and would make such an antibody with no undue 
experimentation. 

Summary of response to enablement rejection 

Figures 1 of the specification show many of the non-human monoclonal antibodies that binds to 
CTGF of one mammalian species (e.g. human) will bind to a CTGF of other mammalian species (e.g, 
mouse or rat) and that most of these cross-reactive antibodies inhibit binding of CTGF and 293-'r cells. 
This knowledge, coupled with the detailed methods for producing a C TGl'-binding monoclonal antibody 
provided in ihc- specification, would undeniably allow one of skill in the art make and use the claimed 
antibodies without undue experimentation. Applicants further assert that since the subject antibodies arc 
fully enabled by the specification, the subject labeled antibody, kits and insoluble carriers are also fully 
enabled. 

Applicants assert that the invention can be practiced by one of skill in the art without undue 
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experimentation, and, as such, the rejeclion of these claims under 35 IJ.S.C. § 1 12, first paragraph 
(enablement) may be withdrawn. 



Written Description: 

Claims 104-108, 121, 123, 127-135 and 142 were further rejected under 35 U.S.C. § 112, first 
paragraph, for containing subject matter which was not described in such a way as to convey possession of 
the claimed invention. Specifically, the Office Action asserts that the specificalion only discloses two 
monoclonal antibodies that cross-react with human, mouse and rat CTGF and further asserts tl\at the 
specification fails to provide a representative number of species to describe genus. 

Applicanlii respectfully traverse this rejection. 



"Connective iissiie grcmih fcictur" in the suhjeci claims 



In advance of detailed traversal below, applicants make clear the "Connective tissue growth factor 
(CTGF)" recited in the claims. The examiner states as below on page 7, lines 30 to page 8, line 1 of the 
outstanding office action. 

" However, the amended claims still read on any non-human monoclonal antibody or pardon 

thereof which (a) thai hinds to and (b) has IgG isotypc where connective tissue growth factor is an v 

CTGFssuch as TGFheta. PDGF. FGK andEGF . " (emphasis added) 

llic "CTGF" to which the subject monoclonal antibodies bind is the C TGF as defined on page 1 8. 
line 6 to page 19, line 25 of the present application and not TGFbeta. PDGl- or EGF . CTGF is diflerent 
molecule from any of the TGFbeia, PDGF or EGF. 

The Wriden Description Guidelines indicate that such the subject claims are adequately described 

I hc "SynopsisofApphcation of Written Description Guidelines" (hereafter "Synopsis"; posted on 
the USPTO world wide website on March 1, 2000), to which Examiners of the USPTO must adhere, 
describes an example (Example 16) similar to that of the Applicants, 

The specification of lliis example discloses a purified 55kDa polypeptide and contemplates but 
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docs not teach m antibody that specilicaDy binds to this polypeptide. In this example the claim "An 
isolated antibody capable of binding to antigen X" is made and even without a working example. "I'he 
guidcHnc<i state that "The disclosure meets the requirement under 35 USC 1 ! 2 first pai-agraph as providing 
an adequate written description of the claimed invention/' 

hi the instant case, the applicants have provided a purified antigen {e,g, rat, human or mouse 
C TGIO and fiirtlicr have provided several working examples of monoclonal antibodies that bind to the 
antigen. When viewed using the reasoning pi^scntcd by these Guidelines, the subject matter of the instant 
claims is adequately described in the specincation. 

The specification provides a sitfficiem number of species to describe the genus 

The Office also asserts that the specification fails to describe additional representative species of 
non-human monoclonal antibodies that bind to CTOF, and that one of skill in the art would reasonably 
conclude that the specification fails to provide a representative number of species to describe the genus. 

As noted above, applicants have pro^^ided at least 9 working examples origG isotypc non-human 
monoclonal antibodies which bind to human, mouse and rat CTGFs. For example, us in Fig,l of the 
present application, 8-64-6 (PERM BP'6209), 8-86-2.(FERM BP-6208), 8-97-3, 8-149-3, 15-38-1, 
17-132, 24-53, 24-67 and 2-228-1 have this characteristic. A total of at least 5 ofthis group of the 9 
non-human monoclonal antibodies inhibit the binding of human CTGF to human kidncy-derived 
fibroblast cell line 293-T (i.e,, 8-64-6, 8,86-2, 8-149-3, 17-1 32 ajid 2-228-1). As such, a relatively 
sufficient number of claimed monoclonal antibodies are disclosed in the specification. 

Because a relatively sufficient number of claimed monoclonal antibodies arc disclosed. Applicants 
assert that a representative number of species of the claimed genus is described and, as such, one of skill in 
the art would recognize that the genus is adequately described. 

The specif cation adetpiaidy describes '^poriiom " of antibodies 

The Office Action has stated that there is insufficient description of portions of a non-human 
monoclonal antibody can inhibit the binding of human CfGF to 293-T cells. 
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As rcspcctfally menlioned above, portions of an antibody are very well understood by one of skill 
in the art to mean antibodies Ibat are Iragmenls of a full length antibody that still retain binding activity. In 
these cases the constant domain is usually at least partially deleted, thus leaving an antibody fragment that 
can still bind antigen. Making and using such antibodies (e.g. deleting certain amino acids from a full 
Icnglh antibody) is very well understood in the art, and such aiitibodies arc described in the specilicution 
on page 32, line 22 to pajje 33, line 1 0. Further working examples of fragments of subject monoclonal 
antibodies are provided in Example 8, on page 103 line 29 to 104 line 24. 

Solely for the interest of expediting prosecution, applicant proposes to amend pending claim 104 
to more particularly point out "a portion" invention under the above support in the present application as 
originally filed. 

As such, in contrast to the assertions of the Office Action, the spccificalion provides significant 
doscripUon ofporlions of monoclonal antibodies. 



Summary of response to written description rejection 

In summary. Applicants assert that one of skill in the art would recogni/e that at least 9 working 
examples of non-liuman monoclonal antibodies that bind human, mouse and rat CI Gl's, and at least 5 
working examples of the 9 non-human monoclonal antibodies that inhibit the binding of human CTGF 
293-T cells are adequate representations of the claimed genera, especially in light of the USPTO 
Guidelines which indicate that not even one example is actually needed. Applicants further assert that 
since the subject antibodies arc adequately described, the subject labeled antibody, kits and insoluble 
carriers arc also adequately described. 

As such, the specification provides adequate description of the subject matter encompassed by the 
claims and the rejection may be withdrawn. 
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Conclusion 



Applicant submits that all of tlie claims arc in condition for allowance, which action is requested. 
If the Examiner finds that a telephone conference would expedite the prosecution oflhis application, 
pleaso telephone the undersigned at the number provided. 

'I hc Commissioner is hereby authorized to charge any underpayment of fees associated with this 
communication, including any necessary fees for extensions oflime, or credit any overpayment to Deposit 
Account No. 50-08 15, order number SHIM006. 



BOZTCRVIC, FIFXD & FRANCIS LLP 
200 Middlefield Road, Suite 200 
Mcnlo Park. CA 94025 
Telephone: (650) 327-3400 
Facsimile: (650)327-3231 



RespeclluUy submitted, 

B021CEVIC, FIELD & FRANCfS LLP 



Date: 



By: 



James S, Keddie Ph.D. 
Registration No. 48,920 



Y MKU'liMliNnSltlM (S:iiirnr«t, riniiiQly Sni)\006\ror tluIclioMUT mvcv (fur inlurvicw) IW002 due 
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VERSION WITH MARKINGS TO wSHOW CH ANGES MADE 

IN THE CLAIMS 

Claim 104 is amended, as shown below. 

1 04. (Tliricc Amended) A non-human monoclonal antibody or a portion Ihereo [' selected 
from the pro up consi-sting of Frab''>2. Fab. Fab'. Fv. sFv, ds l'V and dAb . which (a) binds to all of human, 
mouse and ral connective tissue growth factors (CTGFs) acid (b) has llie IgG isotype. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant Tamatani ct al. 

Tide: Monodonal Antibody Agairtse Connective Tmuc Growth Factpr and 
Medicinsl Uses Thereof 

AppLNo.: 09/582,337 

Filing Date: September 18» 2000 

E^iamincr: Huynh 

Alt Unit: 1644 



Atty. Docket No.: SHIM-006 

STATEMENT OF AVAILABLITV 

Hononble Commissioner of 
Patents and Tndonarks 
Was WngtOTip D.C. 3023 1 

Sir 

I, Tenio DaltQ J>Srcctor of Intdlfcctoa] inroptrtv. of Japan To bacco, Inc, declare: 

1 . A deposit of faybRdoma done$ 8^6-2 and 8-64-6 ha^ been made and accepted 
under the piovisions of the Budapest Treaty at the Nauonal Institute of 
Bio&citace and Htunan Tecbnoloijy at the Agency of Indnstrial Scietiee and 
Technology, the Mini&tiy of Inicxnational Trade and tndustiy of 1-1 -3» 
riigashiy Tsukuba, Ibaialdj Japan for patent puip05c$ and assigned the 
following refexence numbcis I^ERM BP-620S and PERM BP-^209, 
respectively; 

2. All Y«3triction5 on Uic availability to the public of the culture deposited will be 
izxevoeably removed upon the granting of a patent from the above-identi^cd 
application; 

3. The deposit will be maintained for a peziod of 30 years after the date of 
deposit or 5 yeazs after the last risquest for a sample or for the enforceable li^e 
of the patent, whichever is longer. 

1 
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4. The dq>osit will be repj^ctd if viable samples eannoc be dispen^ by ihe 
depository; and 

5, I hereby declare thai all statezneots made herein of my own knowledge are 
true and that all statements made on informatiofl and belief are believed ix) bo 
true; and iloiher diat ^h6se statements were made Mvjtb the Jwwledge that 
willful false statements and the like so made are punishable by fine or 
imprisonment, or both, undex Section 1001 ef Tide 18 of die United States 
Code and that such wjllful &Ise statemeat? may jeopardize the validity of die 
appUeadon or any patent ifiaued therefrom; 

Fbfther declarant sayeth not. 

Sig?ied this Jo day of Qcfhl^i^ 2002 
Signature: 

Printed Name: 

TenioDnito 




2 
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Word Search 



Clear Search 



I CRL* 1 573 [ order this item 

\ tVamo sapienx (human) . ' ' > 



ATCC Number: 



Dc:Si|;nuljDn: 

Tissue: 
TumOrigisnlc: 



2S3 



1 F.L Graham 



j kidnfly: tranaf firmed with fid6fto\/il^lfl S ONA 

• yes, Tumort devefoped W"Mlin 21 day? at 10W1 frcqucfKV (5/5) in nude mice inacyjaifid 
;t stjb&utjnnouBlv with colls. TRFJ 2 7251 



RAcep(or-S Expressed: vlLroncckin 



j Age SlttgtJ ' 
j CroM'Ui Properties; 
VlruA iSuKceptibiUly: 



tipikholial ' ' ' ' ' • [ ' , 

The 293 line 15 a permanent line of primarv hunnart dmbrydrvil kidntty trnrip formed by Bhoarod 

human adonovirus typo 5 (Ad 5) DNA. IBE22125'] 

The eellc e^pr^ss the transforming gcnn of adenovirus 5. 

AWiatifth ur\ eaHier report suggested that the cells contained Adenovirus S DNA from both the riehl 
and tefi ondfi of the viral fcnomo [RFS^TG^l it is now cltiif l>iqt only IcFt end sequences are present. 

rftFSQtial 

The line i£ fiitcerient foc titrating human adenoviruses. 

The pell linr docs not adhere to tho substrAte when left at roam temperature for any Icnf^th of tinrui. 

thei-cforc, live cultural may ba received with the cells detnched, 

The cdlfi (Viil fe-jittach to the flask over a period of Boveral d^yf: in culture at 37C, 

The erils express an unu&ual cell surface receptor for vitronectin compo^jcd of the inteprin beLa-1 

subunit and tho vitronectin receptor alpWu-v subunit. fRP53793l 

PuriRed DNA from this line (5 available ?s At CO 43504 (25 micro(jramO and ATCC 45505 (100 

rtTJCrpgrgmc). 

The Ad5 insert was cloned and sequenced, and it wa« determined that a collnear seqment from nts 1 
to 4344 is integrated into chrnmonomc 19 (I9q15.2X rpFSQI t3l 

fetus • . ' ' ' 

adherent 

veiy «en?ith^4 to human adenoviruses rRF3?7g51 



Tliis (5 a hypotriploid human cell line. The modal chrorriniipmc number was 64, pccurrinc in 30% of 
eelU. Tho rote of caflfi wit>\ higher plaldlo^ wn^ 4,2 %. 

The der<lMl:15} (ct42;a13\ dcr<l3)tC3;19j (ql2;q13). 6tfUmB.\2) (q22p\2), ,nnd four other marker 
chramo«ome« were conrunon to moi:t ceOu. Five oLher mi^Htera occurred in some eelle only. The 
ruaritcr dcr<l) and MS (6r Xq*) were oFten pnircri. 

There were fdur iiapies of K17 and N22. Noticeably in Addition to tVu'ee copie:^ or X chrurnosarnBs, 
there were paired Xq+, and a cinfile Xp+ in me^t cell*. 



I Subculturing: 



\ Ranrwua /rtedium, and rinae with 0.25% trypcin. 0.03% EOT A solution. Remove the solution and add an ' 
; additional 1 to 2 ml of tryp^In-EDTA $olptipn, Allow the flask to sit at room tomperature (or at 37C) 
* until the ceJIa detach. > > , 

I Add fresh culture modtum, a&ptrate and dicp'en£.e inlo new culture fln^:^ 



DNA Prttfilu (STIR): 



1 

i . . - 



I A subcultiv£»ticn ratio of 1:2 to 1:4 is recommended 
! Every 2 to 3 dayei ' . ' 



culture medium 95S: DMSO, ^% 



\ Ameloaenin: X 

0BF1PO: 11,12 
. Diasai7: 12J4 
•0165539:9.13' 

D5S81 8:8,9 * 

075820: 11,12 
'TK01: 7.9.3 

; TPOX;n . ' . ' : 

; vWA: 16.10 

* nf'3203l: Xie OVW et al. Compltjinentation anaSrsia of mutants of nitric oxiHc synthase rcveob tf">t the 
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Propagallon: 
Relaie<1 Prodiic<«: 
bioSafciy Level: 



active cile requVec two h«mc5. Proc. NatL Acad Sd. USA 93: 4801-4896, 1996 PubMtdt 96209328 
RF3Z042: Da Costa LT ot bI. ConvefLinfi; «anocr ecncs into kflter gfrncs. Proc. Natl. Acad. Sci. USA 93: 
4I92-419G. (936 PubM<;d; 96210616 

RF32>iS; Graham FL ct al. Charactoristies of h human cell line trnnsformecJ by ONA from human 
Adtfrtovifuc type 5. J, Cef\ Vir^l. 36: 59-72. 1S77 PubMed: 77220557 

RF32764: Graham FL ct at Dcfcctivo transforming capacity of a dc.no virus typo 5 hofit-rpng<r mutants. 
VircloEv B6: 10-21. 1SI78 PubMed: 76205587 

RF33 120: Harrison T ot aL Hofct-rartgo muWntc of adenovirus type 5 dofaetivfi for crowth in HtLb 
aolls. Virology 77: 319-329, 197? PubMcd: 77129532 

RF33793; 0odaiy SC and McLean JW. Tho intoifnn beta t subunit fliiiiocwtcs with thts vrtrtsr^ncliri 
receptor alpha v subuntt to form a novel viironfictin receptor Jn o human ombryonic kidney cell lino. J. 
Biol. Chcm. 255: 5938-5941. lEKJO PubMed; 9O2O?850 

RF37982: Coodrum FO «nd OmcUca DA. Tho oDrty fodon IB SS-kilodallon oncoprotein of Adano^/lrus 
relieves ip^Owth rcilrictlons imposod cn viral replication by tho cell cycle, J, Virol. 7 1: 54B-5B1, 1997 
f>ybM9d:ft713«337 

RF38421: LoFRer S at al. GD9. a teb-aspan Vansmcmbrjinc protein, renders call& s.usi;4pttbk to canine 
di:;temper virv5. J. Virol. 71 : 42-49. 1 997 PufaMed 971 36295 

RF42151: Hu SX etaf. Dauelopment of an adenovirus vector with tctracydino -roij^atable hunnarv 
tumor necrosis factor qlph? ^cnc cjtprcssion. Cancer Res. 57: 3339-3343, 1997 PiibMcd: 97413605 
RF422C0; Kdlar)u.T Wet al. alphi)Lbota2 intenrin/LFA-1 binding to ICAM-1 inducrd by cytohasin-l a 
cytoplasmic regulatory molaculA. Cell 66: 233-242, 1996 PubMcd: 9531 9726 
RF42346: SUudermiin KA ct ol. Charactcnzatton of human rocon^blrtant neuronal nicotinic 
acetylcholine receptor siibunlt combinations alpha 2 bet^ 4. alpha 3 beta 4 snd olpha 4 beta 4 £tably 
oppressed »n HEK293 celfs. J. Pharmacol, ^ip. Ther. 204: ?77''?89, 1990 PubMod: 5BT229G1 
RF423e9i Bartz SR at al. Human Immuno deficiency virus type t coll cycia control; Vpr Is ipytoslotio 
and medjateii G2 accumulation by a mechanism which differs from DNA danuge checkpoint control, d 
Virol. 7Q: Zm-Z^Z^. 1d96 PubMod 9BIB3B7G 

RF42573: Sandri-Goldin RM aiwJ Hlbbard MK. The herpes simpler virvs type I rejrutatory protein 
tCP27 coimmunoprecipiLalefi with ^nti'-sm antiserum, and tho C tarmtnus appeara tA be reqi«r6d For 
tht« interaction, J. ViroL 70; lOS-t IB. 19^6 PubMed 96099420 

f^42673: Ansicau S ct al. Tumor necroBis factor recapLof-ssioclaled factor (TRAFJ-I, TRAF-2, and 
TRAF-3 intoract in vivo with tl^e CD30 cytepbfimio domoin; TRAF-2 mediates CD30-induead r>iiclear 
factor K^ppo B nctivatjoa Proc. Natl. Acad Sci. USA 93: 14053-14058, 199C PubMcd; 97098519 
RF42735; Zhane J at bI. Dynamin and beta-arrestin reveal distinct mcchoniams for G proialn-coupled 
receptor intamaliiatldn. J, Biol. Ch«m. 271: 18302^18306, 1996 FubMcd 96324669 
RF42754: Oppemiai'in M et al. Monoclonal anbltodios reveal racdptor ^peeiftoiLy amang 

protein- coupled raceotor kinases. Proc Natl. Acad, Sci. USA 93: 7C49-7654. 1996 PubMed 
96353872 

RF42760: Xi4 Y «t ol. Nitric oxide synthase Ranarates superoitide ar^d nil/!o oxide in argintnc-doplotod 
cells Icadinc to poroxynitnta-mediated cellular ii>jury, Proc. Natl. Ac«)d. Sci. U5A 93: 6770-0774. 1 900 
PubMod: 9627051 B 

RF42764J Zhu X et al, C*l| cycle 'dependant modulation of telomarase activity in tumgr colls. Proc. 
Natl, Aci^d, Sci. USA 93: 6091-6095. 1996 PubMed 9G234095 

nF42806: Ucbdo VN ct aL Functional differences iri Kvl.5 currents expressed In marmmaliart call lineji 
arc due to the prasertce of endogenous Kvbctill subunits. J. BioL Cham. 271: 24Q6-2412. 1996 
PubMed 96161969 

RF4^B36; Abuir A ct al. Deletions of portions of the cxtr;itcetlular loop:; of the 

lutropin/chonoeonQdQt;'Opin receptor decrease binding affinity for ovino lutainizinff hornrione, but 
not human ohoriogo^ado tropin, by preventing the formation of mature cell $urfac« receptor. J. Oiof. 
Cham, 271; 4S18-4«/, 1996 PubMod 95224039 

t^r42842: Tibcri M et al. OiFTdrential regulation oF cbpomtnc D1 A roc opt or responsivenefis by v^rbuiK 
G protein-coupled receptor kirifititi, J. Biol. Chcm. 271: 3771 -377 B. 1990 PubMod 96216484 
RF42fiS3; Sh^Hrettmifar M ot al. Studies on inhibition of mu and ddta opioid receptor binding; by 
dithiothrcHol and N-ethylmalaimida. Kis223 Is critical for mu opioid racDpter binding ±md inacOvatlcm 
by N-ethylmafeimide. J. Biol. Chfim. 271: 5$05-5Sl2, 1996 PubMed: 06215005 
RF42BG5: BonMg L ei al. Molecular clonins and functional exprcssiun of murine JE (monocyte 
chemoattr octant protein 1) and murino macrophage inflammatory protein 1 aloha receptors. J. Biot 
Chcm. 271: 7551-7558. 199G PubMed: 80205936 

RF428B6: Noortben(f SB et at Evidt^neo of post transcriptional regulation of U6 tm^H nuclear RN^ J. 
Biol. Cherrv 271; 10477-10481, 1996 PubMcd 96200965 

nr42879; Fox JC and Shanley JR Antisense inhibition of basic fibroblast growth factor induces 
npoptosis in vascular smooth mu&cle cejb. J, 6>ol. Chcm. 271: 12576-12584, 199G F^ibMud. ^218106 
RF42884: Lee MJ et at. Tl^a oiducible G protein' coupled receptor Bd^l si0nalsj via the 
Gi/mitageA-activatdd protein kinase pokhway. J. BioL Chem. 271; 11P72-11279, 1996 PiibMcd: 
96212194 

flF42945: Marchand P et at Cysteine mutations in tho MAM domain reiulL in montimeric meprin and 
alter stability and iictivrty of the proteinase. J. BioL Chem, 271; 24236-24241, 1996 PubMcd 
9C394562 

RF42958: Arai H and ChAro IF. Oiffercintial regulation of G-protein-mediated signaling bv chemokine 
raceptPrG. J. Biol Chem, 271: 21814-2IB19, 1996 PubMcd; 96355570 

nF4Z9S9: 1 (uanR O et al. Sub&b'ate reoosnition by tissue factor-factor S^Ia. J. BioL ChonrL 271 : 
21752-21757, 1996 PiiMed 96355561 

RF42976: Montcclaro FS and Chare [F. The amino-trjminal oxtracollular domain of tho MCP-1 
receptor, but not tho FlANTES/MIP-lalpJ^a receptor, confers chemokine selectivity. J. Biol Cham. 
271: 19084-19092. 1996 PubMed 96325007 

RF42977: Keith DE et al. Morphine iictrvatcs opioid raceptors wrthout causing their rapid 
internalization, J, Biol. Chcm. 271: 19021-19024, 1996 PubMcd; 9632 4996 
RFS0I13: Louis N ct al. Oonin/; and se chancing; oF the ccHulor-'viral Junctions from the human 
adenuvlrua typo 3 transformed 293 cell Gne, Virology 233: 423-429. 1997 PubMcd 973B0037 



I ATCC medium; Minimum essential medium E»gle with 2 mM L~'RiutaminR and Earless BSS adjUOtbd to 
' contain 1.3 e/L sodium bicarbonate, 0.1 mM non-o5;«ntial <»mino nc>d6, and 1.0 mM sodium pyruvate, 
I 90K; hen tHna diva ted horco Q«i\Jin, |0% 
i Temperature: 3?C 

i Recommended medium (without the addilional SL4>p1emcrits or snrum dcjicn'bed undor ATCO Medium) 
! — ATCO 30-2003 purified DNA 45504 purified DNA 43303 derivative CRL-10a52 

i Handle n» potontially biohazardous material under a I ItaO:;! Bioiafety Levd 2 contairvnent. 



leceived (m < 650 327+3231 > at 11/4102 S:15:47 PM [Eastern Standard Time] 



2002/04/11 18:24 



NOV-04-02 HON 03:13 PM BOzTcEVIC.FlELD&FRANCIS FAX NO. 650^7+3231 P. 16 

CaUtog Detail http://phage.atcc.org/cgi-hin/searchcn..,?vieWWe.69t4S0,CRL^l573&text^CRL-15^3 



Shipped: 

PriCK 

Revised : 



Thaeo odlb distrautsd far ffiisif^ pufpo^^ pnly- The McMafit*r Univ^raty roleafea tha liha 
' siiiyect to tho folltwwig: 1) 2M colls or thoir products must not fan dirtributwJ to third partiAS, 
; Comme/cf^I iruresu ara the sxduslva property of the MckiUitWr University, 2) Any pfOpa»q4 
. t' commorciBl irao of tha»0 ctilte' must first be fV((6t«kod with Microbix Biosyfttama \nc, [contncl Kmnn 
• Kool^. 34t BariPE AvcnuD* Toronto. Ontario, Canada MBZ 3AB TelflpilQne; 416-234-1624, FAX: 
I 6^234-1626, E-mail: customor.sar\nca0microblx.com. WWW fi^Jficahii 

I frazon 
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Whil* ATCC ui:e5 roatonablo offorts to include 3ccu;-flLe and up^D-dale mformjlion nn Lhic fiito. ATCC makot no warranti*5 or repfeflantatiofl* ifl to 
It* actfura&y. CflHtinnc from ctinotifjo litorature and patenJc arc pravidnj for tnfarmaliorvil purpac^E ODiy ATCC Hoot not WHOrant that fiUch lT^^ar^tlba^ 

\Mt bc4rt confirmed t* be ?ccyr«o. 

All tfiftCfi »rc 'istfid in U.S. doDars and are subject to changs vfliha^t nolict. A (fRCOunt off the eur/cnx Ii^t prica wtH he nppl.cd Ifl mo«l CultufOI fof 
rtr)oV<»nL jofrlituiiun* in the United SUU* *nd Canada. CuUurtu that jrc ordered »4 (tst tubo* or fl«li» will ca^ry «n pddHi;inil UbortiLwy Tob* Fort for 
ptrfi^itfl. 4h«pinif. and hfln^Ilns miy »pply- 

Cufilorvwn In Europe. Australia. Jnp«n. Korw. N«w ZA«land und Taiwan m*i5l poptfltt a !fljaUli5tahill;2]: f*'' PrI''>II informatlor. and to pUc* w w<kt 
for ATCC cwlhffp* flnd produpta, 

.OupfiUon^ ocCooimonts^ 



(C) 2005 Amorfcan Typo Culttjra CoHoction CATQC) 
AD n^ta rvsai^od, 
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